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AB Indoles having aryloxyalkanoic acid substituents or arylalkanoic acid 

substituents are agonists or partial agonists of PPAR gamma and are useful 
in the treatment and control of hyperglycemia that is symptomatic II 
diabetes, as well as dyslipidemia, hyperlipidemia, hypercholesterolemia, 
hypertriglyceridemia, and obesity that are often associated with type 2 
diabetes. Indoles having aryloxyalkanoic acid or arylalkanoic acid 
substituents (shown as I; variables defined below; e.g. Ill) are agonists 
or partial agonists of PPARy and are useful in the treatment and 
control of hyperglycemia that is symptomatic of type 2 diabetes, as well 
as dyslipidemia, hyperlipidemia, hypercholesterolemia, 

hypertriglyceridemia, and obesity that are often associated with type 2 
diabetes. Compds . I have EC50 = 1-3000 nM in Gal-4 hPPAR transactivation 
assays (no data for individual compds. are given). For I: Rl is II 
wherein X = a bond, 0, S(0)n, CO, CH2, CHMe, CMe2, and 

C3-6cycloalkylidene; Y = -CH:CH-, -CH (OH) CH (OH) -, -OCR7R8-, -SCR7R8-, and 
-CH2CR5R6-; Z = -C02H and tetrazole; A = H, Cl-4 alkyl, Cl-4 alkenyl, 
-01-4-alkyl, and halogen, wherein alkyl, alkenyl, and Oalkyl are 
(un) substituted with 1-5 halogens. R5, R6, R7, and R8 = H, halogen, C1-C5 
alkyl, 0C1-C5 alkyl, C2-C5 alkenyl, OC2-C5 alkenyl, C3-6 cycloalkyl, 
(CH2) 0-2phenyl, -0 (CH2 ) 0-2phenyl and C02H, wherein C1-C5 alkyl, 0C1-C5 
alkyl, C2-C5 alkenyl, OC2-C5 alkenyl, C3-6 cycloalkyl, and Ph are 
(un) substituted with 1-5 halogens, and C3-6 cycloalkyl and Ph are further 
(un) substituted with 1-3 C1-C3 alkyl and 0C1-C3 alkyl, said C1-C3 alkyl 
and 0C1-C3 alkyl being (un) substituted with 1-3 halogens; or R7 and R8 may 
be connected to form a C3-C6 cycloalkyl group, said C3-C6 cycloalkyl being 
(un) substituted with 1-3 halogens; or, when Y is OCR7R8, R8 may optionally 
be a 1-2-C bridge connected to the Ph ring at the position ortho to Y, 
thereby yielding a 5 or 6-membered heterocyclic ring fused to the Ph ring. 
R2 is C1-C4 alkyl, which is (un) substituted with 1-5 halogens; R3 = 
3-benzisoxazolyl, 3-benzisothiazolyl, and 3-benzpyrazolyl , wherein R3 is 
(un) substituted with 1-3 halogen, Cl-3alkyl, and 0Cl-3alkyl, wherein 
Cl-3alkyl and 0Cl-3alkyl are (un) substituted with 1-5 halogens; each R4 = 
halogen, C1-C3 alkyl, and 0C1-C5 alkyl, wherein C1-C3 alkyl and 0C1-C5 
alkyl are (un) substituted with 1-5 halogens; n = 0-2; p = 0-3; and q = 
0-3. Although the methods of preparation are not claimed, 11 example prepns. 
are included. For example, III was prepared in 8 steps starting with 



substitution of chloroacetone with 3-benzoyloxyphenol to give 
1- (3-hydroxyphenoxy) -2-propanone followed by cyclization with 
4-trif luoromethoxyphenylhydrazine hydrochloride to give 

3- (3-hydroxyphenoxy) -2-methyl-5- (trif luoromethoxy ) -lH-indole, followed by 
O-protection, followed by substitution at N with 3 , 6-dichloro-l , 2- 
benzisoxazole, followed by deprotection at 0, followed by etherif ication 
with iso-Bu (R) -lactate, followed by base hydrolysis of the ester 
functionality, followed by substitution of MeO for CI. 



